Simultaneous modelling of flosequinan and its metabolite.
A randomised, double-blind, prospective, placebo-controlled four-way study of the pharmacokinetics of single oral doses of flosequinan. We do not report the placebo data in this paper. Flosequinan was given at doses of 50, 100 and 150 mg, with a 2-week wash-out between periods. Blood samples were taken at a series of times up to 96 h after dosing. Clinical pharmacology unit in a pharmaceutical company. Eighteen healthy volunteers of both genders, aged from 18 years to 55 years. Plasma concentrations of flosequinan and of its metabolite, flosequinoxan. We demonstrate that it is possible to model parent and metabolite concentration time profiles simultaneously and, in doing so, to estimate the first-pass effect using data from an oral administration. In our modelling approach, we propose a reasonably wide class of statistical models, allowing for left censoring. A parent-metabolite model that ignores the first-pass results in misleading predictions in a case where significant first-pass metabolism occurs. Thus, in phase-I studies, the new approach described in this paper can provide additional knowledge that may be useful in future formal studies.